Background: Chronic (systolic) heart failure (CHF) is a common and disabling condition. Adherence to evidence-based guidelines in primary care has been shown to improve health outcomes. The aim was to explore the impact of a multidisciplinary educational intervention for general practitioners (GPs) (Train the trainer = TTT) on patient and performance outcomes.
Conclusion:
The intervention did not change the primary outcome or most secondary outcomes. Recruitment targets were not achieved and the under-recruitment of practices and patients alongside a selection bias of participating GPs, prohibit definite conclusions, but the CI indicates a non-effectiveness of the intervention in this sample. We describe the lessons learned from conducting the trial for the future planning and conduct of confirmatory trials in primary care.
Trial registration: ISRCTN08601529.
Background
Chronic (systolic) heart failure (CHF) is a "common, disabling, deadly, and costly disease" often resulting in hospital admissions with a prevalence rate of approximately 1% in Germany [1, 2] . New treatments and care strategies tend to focus on the prevention of hospital admissions and improving prognosis. The adherence of physicians to clinical practice guidelines (CPG) [3] and patients to treatment regimens [4] , have been found to be predictors of better patient outcomes [5] . However, there are barriers [6] that must be overcome in order to ensure adequate communication between physicians and patients [7] and in the delivery of evidence-based care [8] [9] [10] . Furthermore, deteriorating CHF is associated with decreasing quality of life (QoL) [11, 12] . Studies suggest that QoL is predictive of the course of CHF, independent of established somatic predictors of prognosis (such as the left ventricular ejection fraction) [12, 13] . Increasing evidence shows that psychological comorbidities also determine QoL in patients with CHF [14] .
In recent years, strategies designed to translate this evidence in to practice have consisted of changes in the organisation, delivery and specialisation of care by trained nurses [15] , pharmacists [16] , and call-centres providing home-based or telephone support or telemedicine [17] [18] [19] . These studies have primarily been conducted in a post-discharge setting and addressed the importance of adherence, recognising and acting upon deteriorating symptoms and optimising established pharmacological treatments.
The majority of CHF patients have contact with General Practitioners. However, the evidence for the effectiveness and efficiency of general practice based clinical practice guidelines is limited [20] [21] [22] . Combinations of interventions seem most promising [23] , along with evidencebased educational strategies for physicians [24, 25] . However, interventions that are designed to change GP behaviour must be realistic in terms of the effects of educational strategies on GP knowledge during their careers [26] .
The purpose of this study was to develop an educational model for GPs for the management of CHF and to evaluate it as randomised controlled trial. The original aim was to conduct a confirmatory trial. However, under-recruitment of participants meant that we conducted an exploratory trial of a complex intervention combining educational sessions with medication feedback. This paper reports the main findings from the trial and focuses upon the lessons learned from its planning and conduct.
Methods

Participants -Recruitment and Assignment
In a single mail-out, we invited GPs from the region of Northern Baden, Germany, to participate in the study. GPs were eligible for participation if they were certified as a GP and practised as a SHI (statutory health insurance)-affiliated physician. GPs were excluded if they provided unconventional therapies or provided specialist services (e.g. HIV-therapy).
GPs were expected to recruit an average of 7-8 patients in to the study. GPs received a screening algorithm for case finding using electronic medical records. Eligible patients were adults (aged over 40 years) with objective left-or biventricular heart failure, NYHA functional class II-IV, with ascertained ejection fraction of 40% or less (e.g. by echocardiography), with stable symptoms at the time of inclusion, and diagnosis of a chronic, irreversible CHF at least 3 months prior to inclusion. We excluded patients with primary valvular heart diseases and relevant hemodynamic effects, hypertrophic obstructive/restrictive cardiomyopathy (HOCM/RCM), and people with a concomitant terminal illness, dementia or severe psychological illness. We obtained informed consent from all participants.
After recruitment of practices and patients, stratified randomisation of practices was carried out by an external third party using the "single-coin method" based on a computer generated list. The third party stratified practices according to the number of participating patients per practice. Intervention allocations were concealed from particpating GPs and the intervention team by the third party until shortly before the intervention started in October 2005.
Intervention
We conducted a focus group with 13 GPs who were not actively participating in the TTT study. The content of the educational sessions was based on the discussions of this focus group. Both educational interventions were based on predefined learning targets relevant to heart failure including psychosomatic aspects (comorbid depression and anxiety disorders, quality of life, and compliance). We focused on the optimisation of evidence-based pharmacotherapy and the detection of depressive comorbid disorders in patients with CHF. The intervention team consisted of one GP, one cardiologist and one specialist in psychosomatic medicine. The new intervention group (Train the trainer = TTT) participated in a multidisciplinary, andragogic (e.g. inputs of theoretical knowledge with group work in "sandwich technique"), and didactic (e.g. problem-based learning) training course including elements of specific knowledge (e.g. CPG content), communication skills (standardised patients with video observation and peer feedback), detection and management of comorbid mental disorders (diagnostic properties of screening tools) as well as organisation of the practice in order to implement newly acquired knowledge ("my plan for my practice"). For the same reason, structured case-discussions were held on real patients. The interventions are depicted in Figure 1 , as recently recommended [27] . Additionally, GPs in the TTT group received medication feedback for individual patients participating in the study (data from baseline documentation of patients). The existing percentage of patients receiving the target dose of ACE-inhibitors (or angiotensin-II receptor antagonists) and beta-blockers was calculated using current guidelines as shown previously and printed out as a graphical depiction for each patient [28] .
GPs from the control group received a single three-hour lecture by a senior cardiologist with extensive didactic expertise based on the aforementioned predefined learning targets.
Masking
The nature of the intervention entailed that participating physicians and individuals of the intervention team were unblinded, while patients were not informed about group assignment. No interim analyses were conducted during the observation period, with the exception of data collection on heart failure medication for pharmacotherapy feedback. Neither the study statisticians nor the data monitoring committee saw unblinded data or had any form of contact with study participants.
Objectives
We investigated whether the intervention would improve health-related quality of life (QoL), reduce hospital admissions or mortality, improve self care behaviour, improve satisfaction with provided care and improve disease course in patients with CHF. Compared with the control group, we hypothesised that the new intervention would result in an improvement in QoL (SF-36, Physical Functioning scale) of at least 6.6 points.
Outcomes
The primary outcome was self-assessed quality of life at follow-up at seven months, i.e. Subscale 1 (Physical Functioning) of the German version of the SF-36 [29, 30] (a generic, multidimensional instrument). Secondary outcomes included further SF-36 subscales, the German version of the Kansas City Cardiomyopathy Questionnaire (KCCQ) [31] (a disease-specific instrument) (KCCQ-os). A mean five-point change in the scales of the SF-36 [30, 32] and in the overall summary score (KCCQ-os) [33] represents a clinically significant difference. Further pre-specified secondary outcomes were total mortality or heart failure hospital admissions, depressive disorders measured using the PHQ-9 [34, 35] , the European Heart Failure Self-Care Behaviour Scale (EHFScBS) [36] , patient-perceived quality of care (EUROPEP) [37] , and improvement of heart failure according to NT-proBNP-levels [38, 39] .
Data collection
The trial was part of the Competence Network of Heart Failure and conducted as a clinical trial according to the principles of ICH/GCP (for example: a list of involved study personnel, screening of eligible patients, informed consent, registration and pseudonymisation of patients) [40] . GPs received an initiation visit by a study nurse, which included an introduction to the trial's investigator file. GPs collected and documented clinical data (history, current clinical status), laboratory results, ECG, detailed medication etc., discontinuation of the study by the patient, and mortality data on pre-specified case report forms according to the Basic Clinical Dataset (BCD) of the Competence Network of Heart Failure a nationwide interdisciplinary research project involving medical doctors and scientists from university and other clinics, research institutes, heart centers, medical practices as well as organisations, associations and industry http:// www.knhi.de [41] . This network aims to obtain an additional value for patients, clinicians and scientists by multidimensional connection of these numerous partners by conducting -amongst others -clinical trials). They also took blood samples for the determination of NT-proBNP at baseline and follow-up. NT-proBNP was measured using the Elecsys 2010 analyser from Roche Diagnostics, Germany. GPs also documented the number of practice visits by patients, referrals to a cardiologist, and hospital admissions.
Sample size calculation
For the primary outcome, we took into account the expected small effect of the intervention and the natural deterioration of QoL, esp. in the scale physical functioning. Therefore, we assumed mean small decline of 3.3 points in the control group due to the natural disease trajectory and a small mean improvement under the intervention by 3.3 points, resulting in the expected net difference of 6.6 points in QoL in favour of the interven- tion. The standard deviation from cross-sectional analyses is reported to be 23 [30] . Using the serial correlation from baseline to follow-up measurements of 0.6 [30] , we can calculate the anticipated variance (SD) of the difference of 423. 2 (20.57) . Therefore, in a two-sided sample calculation for 80% power at an α-level of 5%, 154 patients were needed per arm. To account for the clustered design, the literature indicated that intra-class correlation coefficients (ICC = GP variance/[GP variance + patient variance]) of health outcomes (like QoL) are generally lower than 0.05 [42, 43] . As the German primary care is characterised by small, office-based practices, we could expect that each participating GP would come from another practice. Our assumption was that the mean change of GP would deviate less than ± 5 points from the overall mean in 95% of all practices. This results in a SD (Variance) of GP of 2.5 (6.25) and an ICC of 0.015 to account for the variable responses of GPs and patients to the intervention. Thus, with k = number of GPs (60), n = sample-size from conventional planning (308), we obtain the total N = k*n*(1-ICC)/(k-n*ICC) = 329. We anticipated a drop out rate of 30% [2] , as a result of which 329 cases would provide 70% power. Accordingly, 329*10/7 = 470 cases represented 100%. In order to obtain a total sample of 470 patients, we planned to include 60 practices with 7-8 patients per practice, assuming a practice prevalence of 1% similar to the estimated average prevalence in the German population [2, 44] .
Statistical methods
In order to identify group differences in the baseline characteristics of GPs and patients, we used chi-square and ttests. For continuous dependent variables (score at follow-up), comparisons between the intervention and control practices were assessed using linear mixed effects regression models (SAS 9.1 proc mixed) with the practice as a random effect nested in groups. These analyses accounted for the intraclass correlation within each practice attributable to clustering from randomisation according to practice. The analysis model included the fixed effect group (intervention vs. control), and the covariates score at baseline, age, sex, and NYHA functional class.
We analysed the effect of the intervention on binary outcomes using SAS proc glimmix and generalised linear mixed effects models with a logit link. We analysed the effect of the intervention on count-data outcomes using generalised linear mixed effects models with a poisson link, and accounting for overdispersion. Continuous outcomes are presented as adjusted mean differences and binary or count outcomes as adjusted odds-ratios (ORs) with 95% confidence intervals (CIs). Figure 2 shows the flow of participating practices (=GPs) and patients through the trial. We approached a total of 750 GPs in a single mail-out in October 2004. 667 did not respond; 26 were interested, but finally refused to participate due to work load; and 20 failed to find eligible patients. 37 GPs ultimately participated. Between March and September 2005, these GPs screened 17416 patients for eligibility and ultimately recruited 168 eligible patients in 37 practices. Following patient recruitment, we randomised 18 GPs to the TTT group and 17 GPs to the Standard care group. Both groups displayed similar cluster sizes. Some recruiting GPs failed to recruit the intended number of eligible patients. At the participant level, 14 patients were ultimately lost in the TTT group and 13 in the Standard group (for details see Figure 2 ). Table 1 shows similar characteristics for GPs in the TTT and Standard group. Table 2 shows similar baseline characteristics for participants in the TTT and Standard group [45] .
Results
Participant flow and follow-up
Interventions
Only few participating GPs from TTT sporadically missed one of the educational sessions, all of which were held at the University of Heidelberg. The IG (n = 18) was divided into two subgroups: TTT subgroups (n = 10/n = 8) came to the educational meetings in October (10/8) and November 2005 (8/8), and -after new group formationin January (7/9) and March (9/8) 2006. The Standard group (n = 19) attended a lecture in October 2005. Table 3 shows all patient-reported outcomes at baseline and at seven-month follow-up. These were the scores for Quality of life (SF36-and KCCQ), Behaviour change (EHFScBs), Patient satisfaction (EUROPEP), and Comorbid Depression (PHQ-9).
Psychosocial outcomes
Somatic and performance outcomes Mortality or hospital admissions
Mortality data were available for all participants. More deaths occurred in the TTT group than in the Standard group (9 vs. 4) (Table 4), although this difference was not statistically significant (adjusted odds ratio = 2.0, 95% confidence interval 0.6 to 7.1; P = 0.27). A total of 31 heart failure admissions occurred in the TTT group and 34 in the Standard group (adjusted odds ratio = 0.8, 95% confidence interval 0.3 to 2.1; P = 0.63). The combined end point (mortality or heart failure admission) resulted in 29 cases in the TTT group and 18 cases in the Standard group. The Poisson model indicated that this difference between groups was not significant (adjusted odds ratio = 1.4, 95% confidence interval 0.7 to 2.9; P = 0.35).
Primary care activity data
Practice attendances by patients and referral rates are shown in Table 4 . There were no statistically significant differences between the groups. Prescription rates for evidence-based pharmacotherapy at follow-up were high, e.g. for the combination of an ACE inhibitor or an angiotensin-2 receptor antagonist with a β-blocker we found a rate of 76.5% for the IG and 77.9% for the CG, although this group difference adjusted for baseline rates (adjusted odds ratio 0.8, 95% confidence interval 0.2 to 2.9; P = 0.78) was not significant. With a prescription rate of 42.4% for aldosterone antagonists at seven-month follow-up, TTT showed a significantly greater increase than Standard with a prescription rate of 23.5% (adjusted odds ratio 4.0, 95% confidence interval 1.2 to 13.0; P = 0.02).
NT-proBNP
Mean NT-proBNP plasma levels (SD) were 2462.5 pg/ml (2821.5) in TTT (n = 87) and 2732.2 pg/ml (5793.5) in Standard (n = 69) ( Table 4 ). Mean levels decreased in both groups. There was a non-significant difference between the groups (adjusted mean difference for the transformed levels = 0.17 points, 95% confidence interval 0.04 to 0.39; P = 0.11).
Discussion
Summary of main findings
The low power of the trial due to under-recruitment does not allow definitive conclusions regarding the effectiveness of the intervention in terms of the primary outcome (generic QoL, i.e. scale physical functioning of SF-36), but failed to show effectiveness in a seven-month follow-up. The intervention combined multifaceted, interdisciplinary educational sessions with pharmacotherapy feedback for GPs and was compared to a control group that received only a standard lecture. In terms of further patient-reported outcomes, we found impaired QoL, but good self-care and a generally high level of satisfaction Values represent number (percentages) of practices unless stated otherwise with care in both groups, with no significant differences or changes. The intervention led to a significantly higher increase in the prescription rate of aldosterone antagonists and seemed to lead to a concomitant increase in primary care activity (by increase of practice attendances).
The following discussion is structured along the descriptive and exploratory character of the study and includes the lessons we have learned from planning and conducting the trial.
Comparison with existing literature
We compared QoL, self-care, patient satisfaction with care and performance measured by guideline adherence. Our study confirms that patients with CHF report impaired QoL [11] . Trials with a positive impact on the QoL in heart failure patients, typically use complex and multidiscipli- Flow of clusters and participants through the trial [46, 47] . These patients were by definition unstable as they were hospitalised due to heart failure and more symptomatic ("ill") with a lower QoL at enrolment, while not necessarily more "diseased", as indicated by the past medical history and substantial comorbidities [46, 47] . Patients in our trial were enrolled in primary care and had stable CHF at enrolment.
Although reporting comorbidity and impaired QoL scores, our patient sample revealed a higher level of selfcare than previously reported [36] : Mean sum scores of around 24 (SD: 6.8-7.9) were better than in the sample from the validation study in which 442 patients from two centres in Sweden, three in the Netherlands and one in Italy were included [36] . Mean sum scores were 33.3 (7.8) vs. 29.6 (9.0) for subgroups extra care vs. standard care (defined by extra patient education about heart failure). Data on self-care from a trial testing community pharmacists showed similar high ("bad") baseline scores: Mean (SD) scores were 31.1 (8.7) vs. 30.6 (9.1) at baseline. Selfcare improved in both groups at three and six month's follow-up (26.1 vs. 26.6 and 26.6 vs. 28.3, respectively). An intensive heart failure programme in a physician-nurse directed heart failure clinic had better, similar baseline scores to our sample (23.6 vs. 25.5 for intervention and control groups). The intervention improved self-care in a 3 months follow up, while scores at 12 months were similar as at baseline again. Still, there were significant between group differences because of worsening self-care scores in the control group (30.2 at 12 months). This worsening self-care was not found in our (active) control group (at 7 months).
The high overall satisfaction with care scores in our sample are similar to those found in the German sample in a European comparative patient survey in general practice using the EUROPEP instrument [37] .
Comparable educational interventions in the CME setting have proven their efficacy in other clinical fields [24, 25] ; outcomes are typically knowledge or performance based rather than using patient-related outcomes: For CHF, educational programmes for GP peer review groups have not been shown to be beneficial for performance as assessed by prescription behaviour [48] . Compared with the literature (from 2002), GPs in our study (2005) showed high guideline adherence with regard to the prescription of evidence-based pharmacotherapy [8] . Even more recent studies suggest potential for improvement with regard to evidence-based pharmacotherapy [48] [49] [50] , although the samples in these studies are of minor validity due to a lack of ascertained left ventricular systolic dysfunction (LVSD) and therefore not directly comparable. LVSD remains the crucial indication for prescribing evidence-based pharmacotherapy, preferably towards target doses [3, 9, 51] . Therefore, a rationale for the TTT-intervention was that patients with LVSD and a suspected low level of care could benefit from optimised treatment [3, 51] . However, there is still a **Based on analysis of covariance comparing results at seven-month follow-up. ***Adjusted for baseline score, ICC, New York Heart Association class, gender and age. ****Scores range from 12-60; low scores imply better self-care behaviour. *****Scores range from 23-115; higher scores imply higher patient satisfaction regarding provided care. ******For details see methods section *******According to generalised linear mixed effect models with a logit link using SAS proc glimmix to compare the number of outcomes between groups Table 3 : Mean generic quality of life (SF-36), disease-specific quality of life (KCCQ), European heart failure self-care behaviour scale (EHFScBs), patient satisfaction (EUROPEP) and depression status (PHQ-9-D) scores for groups at baseline and seven-month follow-up (Continued) *Poisson regression model comparing number of outcomes between groups **Adjusted for recruitment site (cluster), baseline value, New York Heart Association class, age and gender ***According to generalised linear mixed effect models with a logit link using SAS proc glimmix to compare the number of outcomes between groups ****Based on analysis of covariance comparing results at seven-month follow-up ***** Due to a skewed distribution of NT-proBNP, logarithmic transformation was performed. Approximation to a normal density was achieved using the formula t = 2*log 10 (B+10)-2, where B denotes the raw NT-proBNP value [39] lack of evidence for the effectiveness of (both non-pharmacological and pharmacological) treatment of patients with "undefined" (e.g. diastolic) heart failure ("elderly female patient in general practice") [52] .
In our patient sample, prescription rates of ACE-inhibitors (or A2RA) and beta-blockers were "already" very high at baseline, allowing primarily up-titration towards target doses [28] . This effect of TTT could be shown in a separate, more detailed analysis on guideline adherence [53] . Generally, interventions to improve guideline adherence to the prescription and target dosing of ACE-inhibitors (a hospital-based intervention) [54] or beta-blockers with mixed results [55, 56] are more successful if they succeed in professional engagement [55] . The latter was the case in our tailored intervention.
Strengths and limitations of the study
Internal Validity
The processes of recruiting practices and patients and concealed randomisation, ensured equivalent groups of both GPs and patients at baseline and there was a good followup rate of patients (84% for the primary outcome). However, it is not possible to blind GPs to treatment group in such studies, which may have biased the activity of GPs as well as patient responses to questionnaires. Originally, the trial included a follow-up immediately before the intervention to detect any observer bias (the Hawthorne effect); we had to amend this design, however, on account of feasibility and work overload for the documenting GPs.
The insufficient recruitment of participating GPs and patients with left ventricular systolic dysfunction (LVSD) meant that we had to turn the trial, and its research question concerning the primary endpoint (QoL), into an exploratory trial.
External validity
We were not able to perform a non-responder analysis, but we have some indication that our sample of GPs was highly selective (Table 1) : While the participating GPs were representative in terms of mean age and the number of GPs in one practice, they also had larger than average list sizes: the average list size in Germany is approximately 800 patients, and patients are free to change their doctor at any time. Almost all participating GPs adopted the German disease management programmes (average German participation rate approximately 53% in 2006) and also actively took part in peer review groups ("quality circles") (average German participation rate approximately 30% in 2006). Furthermore, a selection bias is supported by a high guideline-adherence at baseline regarding evidencebased pharmacotherapy ( Table 2) .
Meaning of the study -lessons learned
Due to the low power of the study it is only possible to speculate on the possible reasons for the lack of effectiveness of the intervention on QoL. We identified the following possible reasons:
1. Testing against an unblinded and active control group hampers proving efficacy but this cannot be changed due to the nature of complex interventions and ethical considerations.
2. Given the indirect design of our study, with the intervention at the level of the GP and outcome measurement at the level of the patient, our follow-up may have been set too early: While all GPs received the TTT-course, our evaluation in month 6 showed that GPs had implemented approximately 30-40% of the self-determined implementation targets (Figure 1 ).
3. The intervention may have a (transient or permanent) negative effect because of up-titration [28, 53] of β-blockers by GPs might have led to significant (transient) worsening of symptoms such as dyspnoea. Furthermore, increased activity of GPs in other contexts (including more scheduled attendances or serum level controls) could cause patients to perceive that they are more ill than was previously the case.
4. Our intervention was possibly carried out at a too late stage in the course of the disease as patients had a mean history of CHF of approximately six years. Improved patient outcomes have been shown in newly diagnosed patients or following a deterioration requiring hospital admission. Our patient sample shows a higher level of self-care behaviour than previously shown, suggesting that the patients in our study had already adapted their lifestyle to their diagnosis.
Lessons learned
In this trial, we encountered problems administering the study which we documented systematically along with possible solutions for how such similar problems could be dealt with in future studies (see Additional file 1, table S1).
Regarding the conceptual and planning phase of the trial, several factors hampered a tailoring the trial to general practice (see Additional file 1, table S1). The funding was too small for a clinical trial of this size and a longer intervention timeline, as recommend for complex interventions, could have had more impact [57] .
In the operational phase we differentiated between the recruitment of investigators (GPs) and the recruitment of study participants. GPs were recruited from a single region of Germany (Northern Baden) and we encountered problems recruiting participants. Moreover, while we temporarily achieved the recruitment target of 60 GPs 26 GPs who had expressed an interest ultimately declined. Each GP was telephoned and asked for their reasons for not participating and the main reasons cited were the perceived workload and time commitment as well as the small financial incentive for participation. Extending the recruitment catchment area would have been a possible solution but was not feasible. In the UK, working with practice-based research networks (PBRNs) is considered a priority by national funding programmes, for example the Primary care research Network (PCRN) http:// www.ukcrn.org.uk/index/networks/primarycare.html or the Medical research council general practice research framework (MRCGPRF) http://www.gprf.mrc.ac.uk/. For more ambitious research questions, a German PBRN would offer a valuable solution with regard to the recruitment of practices. However, it would be problematical to generate a representative sample of practices in such a network.
Case finding was another important barrier to the sufficient recruitment of study patients, as 20 GPs failed to find any eligible patients despite substantial screening efforts. The different reasons are listed in table S1 (see Additional file 1).
The inclusion criterion LVSD was another barrier as was a lack of understanding of LVSD by GPs (see Additional file 1, table S1). Extending the catchment area of recruitment and funding for a mobile study echocardiography could have been potential solutions but were not feasible for logistical reasons.
Regarding the analysis, our actual ICCs revealed numbers close to 0, hence an ICC as small as 0.015 was a sufficiently conservative assumption. We additionally found a low mortality rate (7.7%), and considering the lower total drop-out rate, a sample size of 390 participants would have been needed.
Conclusion
Due to considerable under-recruitment, the study was no longer satisfactorily powered to discover the pre-specified effect size. However, the observed data resulted in a confidence interval which definitely excludes a difference of 6.6 points in favour of the intervention group. Hence the study is conclusive in so far that the intended moderate treatment effect has been significantly refuted. Our study sample showed selection bias with high performing GPs with access to specialist care and patients that had adapted their self-care behaviour. Therefore, the study can be conceptualised as an exploratory trial [53] . The patient outcome results are valuable for future comparisons and could also be used for pooling in a meta-analysis.
The lessons learned are that measures implemented to increase internal validity (clinical trial design) were at the cost of study power and generalisability. No effective counter-measure was available at the time of the recruitment phase. For primary care-based clinical trials, our trial underlines the need for primary care research development and the establishment of research networks.
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